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NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 12 

STEREO ATTRIBUTES: NONE 
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Page 1-B 

VAR Gl=COOH/26/29/31 
VAR G2=NH2/40/43 
VAR G3=37/38 
VAR G4=OH/45/46/48/50 
NODE ATTRIBUTES: 
CONNECT IS M3 RC AT 2 4 
CONNECT IS El RC AT 3 7 
CONNECT IS El RC AT 45 
CONNECT IS El RC AT 4 7 
CONNECT IS E2 RC AT 4 8 
CONNECT IS El RC AT 49 
CONNECT IS E2 RC AT 5 0 
CONNECT IS El RC AT 52 
DEFAULT MLEVEL IS ATOM 
GGCAT IS SAT AT 3 7 
GGCAT IS SAT AT 3 8 
GGCAT IS SAT AT 4 7 
GGCAT IS SAT AT 4 8 
GGCAT IS UNS AT 49 
GGCAT IS SAT AT 5 0 
GGCAT IS SAT AT 52 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 41 

STEREO ATTRIBUTES: NONE 
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NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 12 

STEREO ATTRIBUTES: NONE 

L4 47225 SEA FILE=REGISTRY SPE=ON ABB=ON PLU=ON GD/ELS 

L6 2458 SEA FILE=REGISTRY SUB=L4 SSS FUL L3 
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VAR Gl=26/P 

NODE ATTRIBUTES: 

CONNECT IS M3 RC AT 2 4 

CONNECT IS E2 RC AT 2 8 

DEFAULT MLEVEL IS ATOM 

GGCAT IS LOC SAT AT 2 8 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 2 0 

STEREO ATTRIBUTES: NONE 
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VAR Gl=26/P 

REP G2=(0-20) A 

VAR G3=3 8/44 

NODE ATTRIBUTES: 

CONNECT IS M3 RC AT 2 4 

CONNECT IS E2 RC AT 2 8 

DEFAULT MLEVEL IS ATOM 

GGCAT IS LOC SAT AT 2 8 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 3 4 

STEREO ATTRIBUTES: NONE 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE(S): MARPAT 149:507859 

AB The invention discloses compds . Signal-Link-Peptide [Signal = signal entity; 
Link = absent, linker; Peptide = peptide comprising an apoptosis-targeting 
peptide, the apoptosis-targeting peptide being selected from X1-X2-X3-X4-X5-X6 
(XI, X2 = leucine, isoleucine; X3, X4 = lysine; X5 = proline; X6 = 
phenylalanine) , advantageously LIKKPF, and functional equivalent thereof; D-A- 
H-S-X7-S (X7 = phenylalanine, leucine); P-G-D-L-X8-X9 (X8 = serine, valine; X9 
= threonine, arginine) ; H-G-X10-L-S-X11 (X10 = aspartic acid, histidine; Xll = 
threonine, isoleucine); VLGERG] , and the pharmaceutically acceptable salts 
thereof. Compound preparation is included. 

IT 1064074-04-9 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(peptide conjugates with signal entities for diagnosing apoptosis) 

RN 1064074-04-9 CAPLUS 

CN Gadolinate (3-) , [N- [ 4- (carboxy-KO) -4- [ 4, 7, 10-tris [ (carboxy- 
KO)methyl] -1, 4, 7, 1 0-tetraazacyclododec-l-yl- 
kN1,kN4,kN7,kN10] -1-oxobutyl] -L-a-aspartyl-L- 

alanyl-L-histidyl-L-seryl-L-phenylalanyl-L-serinato (6-) ] -, hydrogen (1:2) 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

AB Synthetic peptides that can bind phosphatidylser ines and that can be used in 
the imaging of areas of apoptosis in disease diagnosis are described. These 
peptides are conjugated with a chelating agent for the delivery of detectable 
metal ion. The peptide has the general formula: X1X2KKPF (XI, X2 = 
independently isoleucine or leucine) and may be coupled with a signal peptide. 
Functional equivalent include: DAHSX7S (X7 = phenylalanine or leucine), 
PGDLX8X9 (X8 = serine or valine, X9=threonine or arginine) , and HGX10LSX11 
(X10 = aspartic acid or histidine, Xll = threonine or isoleucine), and VLGERG. 
IT 1064074-04-.9DP, peptide conjugates 

RL: ARG (Analytical reagent use); DGN (Diagnostic use); SPN (Synthetic 
preparation); ANST (Analytical study); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(peptide ligands for phosphatidylserine for use in diagnostic imaging 
of apoptosis) 
RN 1064074-04-9 CAPLUS 

CN Gadolinate (3-) , [N- [ 4- (carboxy-KO) -4- [ 4, 7, 10-tris [ (carboxy- 
KO)methyl] -1, 4, 7, 1 0-tetraazacyclododec-l-yl- 
kN1,kN4,kN7,kN10] -1-oxobutyl] -L-a-aspartyl-L- 

alanyl-L-histidyl-L-seryl-L-phenylalanyl-L-serinato (6-) ] -, hydrogen (1:2) 
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CAPLUS Full-text 
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Preparation of peptidyl gadolinium contrast agents 
having specific high-relaxivity 

Port, Marc; Rousseaux, Olivier; Corot, Claire; 
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Guerbet, Fr . 

PCT Int. Appl., 179 pp. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

AB The invention relates to novel compds . and pharmaceutical compns. that are 
useful for the diagnosis of many pathologies, in particular cardiovascular, 
cancer-related and inflammatory pathologies. These compds. comprise a 
component for targeting a pathol. region linked to a detection component which 
is effective in diagnostic terms. The detection component is typically an MRI 
contrast agent, an X-ray contrast agent, or an entity containing a 
radioisotope or able to be detected by ultrasound or by optical imaging. 
Compds. Bx-Lz-(HR Ch)y (B is a biovector, L is a linker, HR Ch is a chelate, 
and x, y, z are 1-8), and their salts with pharmaceutically-acceptable acids 
or bases, are claimed. Thus, a gadolinium-complexed 1,4,7,10- 
tetraazacyclododecane derivative was prepared and coupled with peptide H-Pro- 
Leu-Gly-NHOH . A bis-folate derivative shows very good molar relaxivity (53 
mM-l.s-1 at 60 MHz) . 
IT 538X21-51-6P 596121-92-5P 

RL: DGN (Diagnostic use); RCT (Reactant); SPN (Synthetic preparation); 

BIOL (Biological study); PREP (Preparation); RACT (Reactant or reagent); 

USES (Uses) 

(preparation of peptidyl gadolinium contrast agents having specific 
high-re laxivity ) 
RN 596121-51-6 CAPLUS 

CN Gadolinate (4-) , [a- [ 2- ( 4-aminophenyl ) ethyl ] - 
a', a' ',a' ' ' -tris ( 2-carboxyethyl ) -1, 4, 7, 10- 
tetraazacyclododecane-1 , 4, 7, 1 0-tetraacetato (7-) - 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] - , 
tetrasodium (9CI) (CA INDEX NAME) 
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'''',1 ,1 ' '-[ [13-(3-aminopropyl)-3, 6, 9, 15- 
tetraazabicyclo [9.3.1] pentadeca-1 (15) , 11, 13-triene-3 , 6 , 9-triyl- 
kN3,kN6,kN9, kN15] tris [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino ( l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tribromo-5 , 1,3- 
benzenetriyl) bis (carbonylnitrilo) ] ] dodecakis [ 1-deoxyhexitolato ] ] (3-) ] - 
(9CI) (CA INDEX NAME) 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 



(preparation of peptidyl gadolinium contrast agents having specific 
high-re laxivity ) 



RN 596121-78-7 CAPLUS 

CN Gadolinate ( 4-) , [a, a ' , a ' ' -tris (2-carboxyethyl ) - 

a ' ' ' - [ 2- ( 4-nitrophenyl) ethyl] -1, 4, 7, 10-tetraazacyclododecane- 
1,4,7, 10-tetraacetato (7-) - 
kN1,kN4,kN7, kNIO, k01,k04,k07] -, 
tetrahydrogen (9CI) (CA INDEX NAME) 
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4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tribromo-5 , 1, 3- 
benzenetriyl ) bis ( carbonylnitrilo ) ] ] dodecakis [ 1-deoxyhexitolato ] ] (3-) ] - 
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diyl) bis (imino-4, l-phenylene-2 , 1- 

ethanediyl ) ] bis [a' , a 1 ',a' ' ' -tris ( 2-carboxyethyl ) - 
1,4,7, 10-tetraazacyclododecane-l, 4, 7, 10-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 
14-)]]di-, octahydrogen (9CI) (CA INDEX NAME) 
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The invention concerns macrocyclic high-relaxivity gadolinium chelate 
oligomers of formula W-(A)m, wherein W, A and m represent a wide variety of 
polynuclear gadolinium DOTA amide analogs, and their use as contrast products 
with vascular remanence for magnetic resonance imaging. Example compds . , 
e.g., I, are prepared and exhibit strong relaxivity. 
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tetraazacyclododecane-l , 4,7, 1 0-tetraacetato (7-) - 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] - , 
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CN Gadolinium, [[1,1',1'',1''',1' ,, ',1 -[ [ 13- ( 3-aminopropyl ) -3 , 6 , 9 , 15- 

tetraazabicyclo [9 .3 . 1 ] pentadeca-1 (15) , 11, 13-triene-3 , 6 , 9-triyl- 
kN3 , kN6 , kN9 , kNI 5 ] tr i s [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tribromo-5 , 1, 3- 
benzenetriyl ) bis [car bony 1 [ ( 2 , 3-dihydroxypropyl ) imino] ] ] ] hexakis [ 1- 
deoxyhexitolato] ] (3-) ] - (9CI) (CA INDEX NAME) 
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a' ' ' - [ 2- ( 4-nitrophenyl ) ethyl ] -1, 4, 7, 10-tetraazacyclododecane- 
1,4,7, 10-tetraacetato (7-) - 
kN1,kN4,kN7,kN10,kO1,kO4,kO7] -, 
tetrahydrogen (9CI) (CA INDEX NAME) 
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4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tr ibromo-5 , 1, 3- 
benzenetriyl ) bis [carbonyl [ ( 2 , 3-dihydroxypropyl ) imino] ] ] ] hexakis [ 1- 
deoxyhexitolato] ] (3-) ] - (9CI) (CA INDEX NAME) 
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CN Gadolinate (12-) , [p.3- [ [a, a ' ' ' ' , a - [ 1 , 3 , 5- 
triazine-2, 4, 6-triyltris (imino-4, l-phenylene-2 , 1- 
ethanediyl ) ] tris [a' , a' ',a' ' '-tris (2 -car boxy ethyl ) - 
1,4,7, 10-tetraazacyclododecane-l, 4, 7, 10-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 

21-)]]tri-, dodecahydrogen (9CI) (CA INDEX NAME) 



PAGE 1-A 




23 



10/560,830 






10/560,830 



July 21, 2010 



PAGE 3 -A 

#12 H + 



RN 596121-90-3 CAPLUS 
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kN3 , kN6 , kN9 , kNI 5 ] tr i s [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tribromo-5 , 1, 3- 
benzenetriyl ) bis (carbonylnitrilo) ] ] dodecakis [ 1-deoxyhexitolato ] ] (3-) ] - 
(9CI) (CA INDEX NAME) 
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'''',1 ,1 -[ [13-(3-aminopropyl)-3,6,9,15- 
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kN3 , kN6 , kN9 , kNI 5 ] tr i s [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tribromo-5 , 1, 3- 
benzenetriyl) bis ( carbonylnitrilo ) ] Jdodecakis [ 1-deoxyhexitolato ] ] (3-) ] -, 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 
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CN Gadolinate (8-) , [ [a, a' ' ' ' - [ (6-chloro-l, 3, 5-tr iazine-2 , 4- 

diyl) bis (imino-4, l-phenylene-2 , 1- 

ethanediyl ) ] bis [a' , a' ',a' ' ' -tris ( 2 -car boxy ethyl ) - 
1,4,7, 10-tetraazacyclododecane-l, 4, 7, 10-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 
14-)]]di-, octahydrogen (9CI) (CA INDEX NAME) 
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CN Gadolinate (8-) , [ji- [ [a, a ' ' ' ' - [ ( 6-chloro-l , 3 , 5-triazine-2 , 4- 
diyl ) bis ( imino-3 , 1-propanediyl ) ] bis [a' , a' ',a' ' ' -tris (2- 
carboxyethyl ) -1,4,7, 1 0-tetraazacyclododecane-1 , 4,7, 1 0-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 
14-)]]di-, octahydrogen (9CI) (CA INDEX NAME) 
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notable in vivo dissociation inertness, which is essential for a potential 
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AB The invention concerns metal chelates of bicyclic macrocycle 3,6,9,15- 

tetraazabicyclo [ 9 . 3 . 1 ] pentadeca-1 ( 15) , 11, 13-triene acid amide derivs. I [R = - 
Z-(C6H4Z' )p-(C6H4Z' ' )q-C6RlR2R3R4R5; Z = bond, CH2, CH2CONH, (CH2)2NHCO; Z' = 
bond, 0, S, NQ, CH2, CO, CONQ, NQCO, NQCONQ, CONQCH2CONQ; Z" = bond, CONQ, 
NQCO, CONQCH2CONQ; p, q = 0-3; R1-R5 are independently H, Br, CI, iodo, etc.; 
Q = H , Cl-4 alkyl which may be mono- or polyhydroxylated] . Compds . I are 
useful as medical imaging agents (NMR, scintigraphy, x-ray) . More 
specifically, gadolinium complexes of I are useful as NMR contrast agents. 
Metal chelates of macrocycle II and its salts are also claimed, including the 
gadolinium complex. A claimed process for the preparation of I involves 
reaction of 3 , 6 , 9 , 15-tetraazabicyclo [ 9 . 3 . 1 ] pentadeca-1 ( 15 ), 1 1 , 13-triene with 
R'02CCHX(CH2) 2C02R' (X = leaving group, R' = H, Cl-3 alkyl) and hydrolysis of 
the ester functions when R' # H, followed by reaction with a metal salt or 
oxide to form the chelate, then reacting the chelate with an amine RNH2 in the 
presence of an agent to activate the carboxylic acid groups. E.g., a 
gadolinium ( III ) complex of 3 , 6 , 9 , 15-tetraazabicyclo [ 9 . 3 . 1 ] pentadeca- 
1 (15) , 11, 13-triene-3, 6, 9- tri (a-glutaric acid) was prepared by this method. 

it ■> "\ - n s •> . % : < v' 1 ( 

311772-52-83? 312280 - 0 7 - 2 P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of metal chelates of tetraazabicyclopentadecatriene 
polyaminocarboxylates and amides as medical imaging agents) 
RN 311772-48-2 CAPLUS 

CN Gadolinium, [ [ 1, 1 ' , 1 " , 1 " ' , 1 " " , 1 " " ' , 1 ,1 ,1 ,1 

'''',1 ,1 -[ ( 3, 6, 9, 15-tetraazabicyclo [9.3.1 ]pentadeca- 

1 (15) , 11, 13-triene-3, 6, 9-triyl- 

kN3 , kN6 , kN9 , kN15 ) tris [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino ( l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tribromo-5 , 1,3- 
benzenetriyl) bis (carbonylnitrilo) ] ] dodecakis [ 1-deoxyhexitolato ] ] (3-) ] - 
(9CI) (CA INDEX NAME) 
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CN Gadolinium, [ [ 1 , 1 ' , 1 ' 1 , 1 ' ' ' , 1 ' ' ' ' , 1 ' ' ' ' ' - [ (3 , 6 , 9 , 15- 

tetraazabicyclo [9.3.1] pentadeca-1 (lb) , 11, 13-triene-3, 6, 9-triyl- 
kN3 , kN6 , kN9 , kNI 5 ) tr i s [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tr ibromo-5 , 1, 3- 
benzenetriyl ) bis [car bony 1 [ (2, 3-dihydroxypropyl ) imino] ] ] ] hexakis [ 1-deoxy-D- 
galactitolato ] ] ( 3- ) ] - (9CI) (CA INDEX NAME) 
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CN Gadolinium, [ [ 1 , 1 ' , 1 ' 1 , 1 ' ' ' , 1 ' ' ' ' , 1 ' ' ' ' ' - [ (3 , 6 , 9 , 15- 

tetraazabicyclo [9.3.1] pentadeca-1 (lb) , 11, 13-triene-3, 6, 9-triyl- 
kN3 , kN6 , kN9 , kN15 ) tris [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] iminomethylene-4 , 1-phenylenecarbonylimino (2,4, 6-tribromo- 
5,1, 3-benzenetriyl) bis [car bony 1 [ (2, 3-dihydroxypropyl ) imino] ] ] ] hexakis [ 1- 
deoxy-D-galactitolato] ] (3-) ] - (9CI) (CA INDEX NAME) 
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Gadolinium, [[1,1',1'\1''\1'''',1 -[(3,6,9,15- 

tetraazabicyclo [9 .3 . 1 ] pentadeca-1 (15) , 11, 13-triene-3, 6, 9-triyl- 
kN3 , kN6 , kN9 , kNI 5 ) tr i s [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] iminomethylene-4, l-phenylenecarbonylimino-4 , 1- 
phenylenecarbonylimino (2,4, 6-tribromo-5, 1, 3-benzenetr iyl ) bis [carbonyl [ (2,3- 
dihydroxypropyl ) imino] ] ] ] hexakis [ 1-deoxy-D-galactitolato ] ] (3-) ] - (9CI) 
(CA INDEX NAME) 
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CN Gadolinium, [ [ 1, 1 ' , 1 " , 1 " ' , 1 " " , 1 " " ' - [ (3, 6, 9, 15- 

tetraazabicyclo [9 .3 . 1 ] pentadeca-1 (15) , 11, 13-triene-3, 6, 9-triyl- 
kN3 , kN6 , kN9 , kN15 ) tris [ [ 4- ( carboxy-KO) -1-oxo- 

4, 1-butanediyl ] imino (l-oxo-2, 1-ethanediyl ) imino (2,4, 6-tr ibromo-5 , 1, 3- 
benzenetriyl ) bis [car bony 1 [ ( 2 , 3-dihydroxypropyl ) imino] ] ] ] hexakis [ 1-deoxy-D- 
glucitolato] ] (3-) ]- (9CI) (CA INDEX NAME) 
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AB Claimed are certain chelates of paramagnetic metal cations, especially Gd3+, 

and their use for diagnostic imaging by magnetic resonance and of radiolabeled 
metal chelates as scintigraphic agents. Provided are chelate complexes of 
paramagnetic metal cations containing polyaminocarboxylic acid-substituted 
cyclen chelating ligands I [m = 1 or 2; R' = H, Cl-4 alkyl or hydroxyalkyl , 
CH2C02H, CH2CONZ1Z2 (Zl, Z2 = H, (hydroxylated) Cl-4 alkyl), or R' = - 
CH(C02H) (CH2)mCONHR; R = Ph derivs. II where a = 1 or 2; Z, Z' = bond, CH2, 
various amide derivs., etc., Z'' = various amide derivs.; R1-R5 = H, Br, CI, 
I, various amide derivs. J, and their pharmacol . acceptable salts. 
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AB The invention relates to novel compds . and pharmaceutical compns. that are 
useful for the diagnosis of many pathologies, in particular cardiovascular, 
cancer-related and inflammatory pathologies. These compds. comprise a 
component for targeting a pathol. region linked to a detection component which 
is effective in diagnostic terms. The detection component is typically an MRI 
contrast agent, an X-ray contrast agent, or an entity containing a 
radioisotope or able to be detected by ultrasound or by optical imaging. 
Compds. Bx-Lz-(HR Ch)y (B is a biovector, L is a linker, HR Ch is a chelate, 
and x, y, z are 1-8), and their salts with pharmaceutically-acceptable acids 
or bases, are claimed. Thus, a gadolinium-complexed 1,4,7,10- 
tetraazacyclododecane derivative was prepared and coupled with peptide H-Pro- 
Leu-Gly-NHOH . A bis-folate derivative shows very good molar relaxivity (53 
mM-1 . s-1 at 60 MHz) . 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of peptidyl gadolinium contrast agents having specific 
high-re laxivity ) 
RN 596121-94-7 CAPLUS 

CN Gadolinate (8-) , [(X- [ [a, a ' ' ' ' - [ ( 6-chloro-l , 3 , 5-triazine-2 , 4- 
diyl) bis (imino-4, l-phenylene-2 , 1- 

ethanediyl) ] bis [a', a' ',a' ' ' -tris ( 2-carboxyethyl ) - 
1,4,7, 10-tetraazacyclododecane-l, 4, 7, 10-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 
14-)]]di-, octahydrogen (9CI) (CA INDEX NAME) 



52 




-02C— CH2— CH2 




#8 H + 



-02C— CH2— CH2 

-02C— CH2— tH2 



596122-03-1 CAPLUS 

Gadolinate (4-) , [ji- [ [a3 , a3 ' - [ (6-chloro-l, 3, 5-tr iazine-2 , 4- 

diyl) bis (imino-4, l-phenylene-2 , 1-ethanediyl ) ] bis [a6, a9-bis (2- 

carboxyethyl) -3, 6,9, 15-tetraazabicyclo [ 9 . 3 . 1 ] pentadeca-1 (15) , 11, 13-triene- 

3,6, 9-triacetato-KN3,KN6, kN9, kN15, k03, .kappa 

.06,k09] ] (10-) ] ] di-, tetrahydrogen (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention concerns macrocyclic high-relaxivity gadolinium chelate 

oligomers of formula W-(A)m, wherein W, A and m represent a wide variety of 
polynuclear gadolinium DOTA amide analogs, and their use as contrast products 
with vascular remanence for magnetic resonance imaging. Example compds . , 
e.g., I, are prepared and exhibit strong relaxivity. 

RL: DGN (Diagnostic use); SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of gadolinium chelate oligomers as contrast agents in magnetic 
resonance imaging) 
RN 596121-54-9 CAPLUS 

CN Gadolinate (6-) , [p.3- [ [a3 , a3 ' , a3 ' ' - [ 1 , 3 , 5-triazine- 

2,4,6-triyltris (imino-4, l-phenylene-2 , 1-ethanediyl ) ] tris [a6, a9- 

bis ( 2 -car boxy ethyl ) -3 , 6 , 9 , 15-tetraazabicyclo [9.3.1] pentadeca-1 ( 15 ) , 11 , 13- 

triene-3, 6, 9-triacetato-KN3 , kN6, kN9, kN15, k03 

,k06,k09] ] (15-) ] ] tri-, hexahydrogen (9CI) (CA INDEX NAME) 
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IT • • 88 )] 596121-94-7P 596122-03-lP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of gadolinium chelate oligomers as contrast agents in magnetic 
resonance imaging) 
RN 596121-88-9 CAPLUS 

CN Gadolinate (12-) , [jx3- [ [a, a ' ' ' ' , a -[1,3,5- 
triazine-2, 4, 6-triyltris (imino-4, l-phenylene-2 , 1- 
ethanediyl) ]tris[a',a' ',a' ' ' -tris (2-carboxyethyl) - 
1,4,7, 10-tetraazacyclododecane-l, 4, 7, 10-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 

21-)]]tri-, dodecahydrogen (9CI) (CA INDEX NAME) 



PAGE 1-A 
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PAGE 2-B 




PAGE 3-A 

#1 2 H + 



RN 596121-94-7 CAPLUS 

CN Gadolinate (8-) , [\x- [ [a, a ' ' ' ' - [ (6-chloro-l, 3, 5-triazine-2 , 4- 
diyl) bis (imino-4, l-phenylene-2 , 1- 

ethanediyl ) ] bis [a ' , a ' ' , a ' ' ' -tris (2-carboxyethyl) - 
1,4,7, 10-tetraazacyclododecane-l, 4, 7, 10-tetraacetato- 
kN1,kN4,kN7,kN10,kO4,kO7,kO10] ] ( 
14-)]]di-, octahydrogen (9CI) (CA INDEX NAME) 
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-02C— CH2— CH2 



< <^~- C02 ~ / \ 
[^5 ;> JJ CH2— CH2— CH IL^/- 1 



~02C— CH2— CH2 ° 
-0 2 C— CH2— CH2 



•8 H + 
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Gadolinate (4-) , [p- [ [a3 , a3 ' - [ (6-chloro-l, 3, 5-tr iazine-2 , 4- 

diyl) bis (imino-4, l-phenylene-2 , 1-ethanediyl ) ] bis [a6, a9-bis (2- 

carboxyethyl) -3, 6,9, 15-tetraazabicyclo [9 . 3 . 1 ] pentadeca-1 (15) , 11, 13-triene- 

3,6, 9-triacetato-KN3, kN6, kN9, kN15, k03, .kappa 

.06,k09] ] (10-) ] ] di-, tetrahydrogen (9CI) (CA INDEX NAME) 



PAGE l-A 



-02C—CH2 — Clf2 



CH2-CH 2 -C0 2 - 
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=> d his ful 



(FILE 'HOME' ENTERED AT 14:27:01 ON 21 JUL 2010) 



FILE 'REGISTRY' ENTERED AT 14:27:06 ON 21 JUL 2010 
LI 1 SEA SPE=ON ABB=ON PLU=ON PORPHYRIN/CN 

D 



FILE 'REGISTRY' ENTERED AT 14:27:42 ON 21 JUL 2010 



L2 STR 101-60-0 

L* * * DEL 3 S L2 EXA SAM 

L3 STR L2 

L4 47225 SEA SPE=ON ABB=ON PLU=ON GD/ELS 

L5 50 SEA SUB=L4 SSS SAM L3 

L6 2458 SEA SUB=L4 SSS FUL L3 



FILE 'CAPLUS' ENTERED AT 14:29:15 ON 21 JUL 2010 
E US2006-560830/APPS 
L7 1 SEA SPE=ON ABB=ON PLU=ON ( US2 0 0 6-56 0 83 0 /AP OR US2006-560830/ 

PRN) 
D SCA 
D IBIB 

E US2003-505423P/APPS 
L8 2 SEA SPE=ON ABB=ON PLU=ON US2 0 03-5 0 5 423P/PRN 

D SCA TI 
D IBIB TOT 

L9 2 SEA SPE=ON ABB=ON PLU=ON L8 AND GADOLIN? 

L10 1 SEA SPE=ON ABB=ON PLU=ON L8 AND GADOLIN? /TI 

SEL RN 



FILE 'REGISTRY' ENTERED AT 14:34:06 ON 21 JUL 2010 
Lll 123 SEA SPE=ON ABB=ON PLU=ON ( 1031 45-74-0 /BI OR 108-77-0/BI OR 

111431-25-5/BI OR 112245-04-2/BI OR 119-24-4/BI OR 121343-82-6/ 
BI OR 127903-20-2/BI OR 128184-06-5/BI OR 130707-80-1/BI OR 
1499-55-4/BI OR 1947-00-8/BI OR 194920-62-2/BI OR 197151-66-9/B 
I OR 197151-68-1/BI OR 197151-79-4/BI OR 226559-04-2/BI OR 
294-90-6/BI OR 308240-98-4/BI OR 35661-39-3/BI OR 35737-15-6/BI 
OR 391902-84-4/BI OR 391902-85-5/BI OR 407-25-0/BI OR 
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4246-51-9/BI OR 5231-87-8/BI OR 53 46 4-6 0-1 /BI OR 55941-86-1/BI 
OR 59-30-3/BI OR 596121-50-5/BI OR 596121-51-6/BI OR 596121-55- 
0/BI OR 596121-56-1/BI OR 596121-57-2/BI OR 596121-58-3/BI OR 
596121-59-4/BI OR 596121-70-9/BI OR 596121-71-0/BI OR 596121-72 
-1/BI OR 596121-73-2/BI OR 596121-75-4/BI OR 596121-76-5/BI OR 
596121-77-6/BI OR 596121-78-7/BI OR 596121-90-3/BI OR 596121-92 
-5/BI OR 596121-94-7/BI OR 596122-03-1/BI OR 59 7559-2 1-2 /BI OR 
597559-94-9/BI OR 597564-14-2/BI OR 69747-36-0/BI OR 7209-00-9/ 
BI OR 760-94-1/BI OR 7738-22-9/BI OR 78668-34-5/BI OR 78888-18- 
3/BI OR 819051-18-8/BI OR 819074-44-7/BI OR 819074-45-8/BI OR 
819074-46-9/BI OR 819074-47-0/BI OR 819074-48-1/BI OR 819074-49 
-2/BI OR 819074-50-5/BI OR 819074-51-6/BI OR 819074-52-7/BI OR 
819074-53-8/BI OR 819074-54-9/BI OR 819074-55-0/BI OR 819074-56 
-1/BI OR 819074-57-2/BI OR 819074-58-3/BI OR 819074-59-4/BI OR 
819074-60-7/BI OR 819074-61-8/BI OR 819074-62-9/BI OR 819074-63 
-0/BI OR 819074-64-1/BI OR 819074-65-2/BI OR 819074-66-3/BI OR 
819074-67-4/BI OR 819074-68-5/BI OR 819074-69-6/BI OR 819074-70 
-9/BI OR 819074-71-0/BI OR 819074-72-1/BI OR 819074-73-2/BI OR 
819074-74-3/BI OR 819074-75-4/BI OR 819074-76-5/BI OR 819074-77 
-6/BI OR 819074-78-7/BI OR 819074-79-8/BI OR 819074-80-1/BI OR 
819074-81-2/BI OR 819074-82-3/BI OR 819074-83-4/BI OR 819074-84 
-5/BI OR 819074-85-6/BI OR 819074-86-7/BI OR 819074-87-8/BI OR 
81907 



L12 33 SEA SPE=ON ABB=ON PLU=ON Lll AND GD/ELS 

L13 10 SEA SPE=ON ABB=ON PLU=ON L12 AND L6 

FILE 'CAPLUS' ENTERED AT 14:35:13 ON 21 JUL 2010 

LI 4 4 SEA SPE=ON ABB=ON PLU=ON L13 

FILE ' STNGUIDE ' ENTERED AT 14:35:26 ON 21 JUL 2010 

FILE 'REGISTRY' ENTERED AT 15:00:10 ON 21 JUL 2010 

L15 STR L3 

L16 0 SEA SUB=L6 SSS SAM L15 

L17 16 SEA SUB=L6 SSS FUL L15 

LI 8 3 SEA SPE=ON ABB=ON PLU=ON LI 7 AND Lll 
D SCA 

LI 9 10 SEA SPE=ON ABB=ON PLU=ON L6 AND Lll 

L2 0 7 SEA SPE=ON ABB=ON PLU=ON L19 NOT LI 8 

L21 STR L15 

L22 22 SEA SUB=L6 SSS SAM L21 

L23 570 SEA SUB=L6 SSS FUL L21 

FILE 'CAPLUS' ENTERED AT 15:09:18 ON 21 JUL 2010 

L2 4 9 8 SEA SPE=ON ABB=ON PLU=ON L23 

L2 5 3 SEA SPE=ON ABB=ON PLU=ON LI 7 

L26 61 SEA SPE=ON ABB=ON PLU=ON L24 AND (PY<2004 OR AY<2004 OR 
PRY<2004) 

FILE 'REGISTRY' ENTERED AT 15:12:15 ON 21 JUL 2010 

L27 STR L21 

L28 3 SEA SUB=L6 SSS SAM L27 

L29 86 SEA SUB=L6 SSS FUL L27 

L3 0 2 SEA SPE=ON ABB=ON PLU=ON L29 AND Lll 

D SCA 

FILE 'CAPLUS' ENTERED AT 15:16:52 ON 21 JUL 2010 

L31 2 0 SEA SPE=ON ABB=ON PLU=ON L29 



FILE 'REGISTRY' ENTERED AT 15:17:03 ON 21 JUL 2010 



62 



July 21, 2010 



L32 STR L27 

L33 14 SEA SUB=L29 SSS FUL L32 

FILE 'CAPLUS' ENTERED AT 15:18:13 ON 21 JUL 2010 
L3 4 6 SEA SPE=ON ABB=ON PLU=ON L33 

L35 2 SEA SPE=ON ABB=ON PLU=ON L25 AND L3 4 

FILE 'REGISTRY' ENTERED AT 15:21:05 ON 21 JUL 2010 
L36 STR L3 

L37 0 SEA SUB=L6 SSS SAM L36 

L38 8 SEA SUB=L6 SSS FUL L36 

FILE 'CAPLUS' ENTERED AT 15:23:57 ON 21 JUL 2010 
L39 2 SEA SPE=ON ABB=ON PLU=ON L3 8 

FILE 'CAPLUS' ENTERED AT 15:24:13 ON 21 JUL 2010 
D QUE L25 
D QUE L3 4 

L40 7 SEA SPE=ON ABB=ON PLU=ON L25 OR L34 

D L40 IBIB ABS HITSTR TOT 
D QUE L39 

D L39 IBIB ABS HITSTR TOT 



FILE HOME 
FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 19 JUL 2010 HIGHEST RN 1233120-12-1 
DICTIONARY FILE UPDATES: 19 JUL 2010 HIGHEST RN 1233120-12-1 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 8, 2010. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : i . cas , or g / o v. - <'o t - c /prop;; rt .1.00 . 

FILE CAPLUS 
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held by the publishers listed in the PUBLISHER (PB) field (available 
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of this information, without the prior written consent of CAS, is 
strictly prohibited. 
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